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alternative anti-epileptic treatment, following which the 
dryness and the skin lesions improved.

Zonisamide is a relatively newer anti-epileptic drug that acts 
by the inhibition of carbonic anhydrase.[1] Both zonisamide 
and topiramate (another anti-epileptic that is also a 
carbonic anhydrase inhibitor) have been documented to 
cause hypohidrosis.[2-5] Zonisamide has also been implicated 
in the causation of heat stroke in children secondary to 
oligohidrosis.[6] However, hypohidrosis is considered to 
be completely reversible after cessation of the drug.[6,7] 
The exact mechanism of oligohidrosis due to these drugs 
remains conjectural, although it has been postulated that 
carbonic anhydrase blockage at the level of the sweat 
gland may be a major factor.[7] In our case, we assume 
that hypohidrosis induced by zonisamide contributed to 
the sudden development of xerosis and pityriasis alba-like 
changes. Pityriasis alba itself is known to be precipitated by 
dryness of the skin.[8] This report highlights the point that 
in patients on zonisamide or topiramate presenting with 
sudden onset of dryness of the skin, the possibility of drug-
induced hypohidrosis should be considered.
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Treatment of actinomycetoma Treatment of actinomycetoma 
with combination of rifampicin with combination of rifampicin 
and co-trimoxazoleand co-trimoxazole

Sir,
I read with interest the article �A modified two-step 
treatment for actinomycetoma�, which appeared in the July-
August 2007 issue of the IJDVL.[1]

The article illustrates vividly the difficulty in definitive 
microbiological diagnosis of mycetomas faced by clinicians 
in practice as even the authors could demonstrate 
actinomycetes in only half of their cases and that too in a 
premier teaching institute.

The choice of antibiotics used in such cases is, therefore, 
often based on reports of previous clinical studies or 
reports of laboratory studies of in vitro sensitivity of human 
isolates of actinomycetes. Combinations of two or more 
drugs are often used to prevent resistance and persistence of 
infection. However, no single regimen has given consistent 
good results, and successful treatment of actinomycetomas 
in general remains really speaking �a matter of chance�.

Of the 16 patients reported by the authors, 7 patients 
were lost to follow-up before complete healing had 
occurred, indicating a very high rate of drop-outs and 
possible waste of intensive therapy that they had received 

Figure 1:  Pityriasis alba like lesions on face
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earlier. Of the other 9 who did follow-up, one patient 
relapsed later with development of new lesions. Because 
mycetoma affects predominantly poor people from rural 
communities who often are daily wage earners, admission 
to hospital for intensive intravenous regimens puts them 
under great financial strains and results in high levels 
of drop-outs. I would like to report the efficacy of the 
combination of rifampicin and cotrimoxazole in a case of 
actinomycetoma.

A 58-year-old shopkeeper from a semi-rural region, about 
100 km north of Mumbai, presented with swelling and 
induration of the right foot with discharging sinuses on the 
instep and the dorsum of the right foot [Figure 1]. He had 
been diagnosed clinically with mycetoma of the right foot 
5 years back and was treated with several courses of various 
antibiotics (details of treatment were not available with the 
patient), and due to lack of response to medical treatment, 

he underwent surgery 1 year back to remove the affected 
tissue. Six months after the surgery, he started developing 
new sinuses and induration of the surrounding tissue.

A biopsy from one of the new sinuses revealed suppurative-
granulomatous nodules within the dermis, one such area 
of suppuration had at its centre a collection (grain) of 
actinomycetes. The patient was investigated; complete 
haemogram, tests for G6PD function, liver and renal 
functions, blood sugars, urine routine and chest X-rays were 
found to be within normal limits. The patient had no past 
history of tuberculosis.

He was started on rifampicin 600 mg daily and cotrimoxazole 
double strength tablets (DS 1-1 or 2-2 320/1600) twice daily 
along with multivitamins and folic acid supplements.

He was instructed to repeat all investigations at monthly 
intervals at his home town and follow up for clinical 
examination after 2 months or earlier if he experienced any 
side-effects from the medication. At the first follow-up at 
2 months, the lesions had started healing and by end of 
4 months all lesions had healed and no new sinuses had 
developed [Figure 2]. Therapy was continued for a further 
6 months for a total treatment period of 10 months, at the 
end of which he was symptom-free and continued to be 
so for a further follow-up period of 6 months. No adverse 
effects of the medication were seen.

Rifampicin is a highly bactericidal antibiotic and has been 
shown to be the most effective antibiotic in terms of lowest 
MIC amongst 13 antibiotics tested for in vitro studies 
against Streptomyces somaliensis, which is a cause of human 
actinomycetoma.[2] Rifampicin has also been used along with 
amikacin and co-trimoxazole in the successful treatment of 
nocardiosis of the chest wall that developed 10 years after 
untreated mycetoma of the right hand.[3]

Therefore, in my opinion, rifampicin along with cotrimoxazole 
for extended periods of time may be a rational initial choice 
for treatment of actinomycetomas, as this combination is 
fairly cheap and can be used at home by the patient without 
the need for admission to a hospital.

Most patients do not receive therapy for adequate period 
of time (several months to even years of treatment may be 
needed), and for patients who do not improve even after 
a reasonable trial with these two drugs, intensive therapy 
with intravenous penicillin and gentamicin or amikacin may 
be attempted.

Figure 1:  Actinomycetoma with sinuses on instep of right foot 
at presentation

Figure 2:  Complete healing at 4 months with previous surgery 
scar
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Author�s replyAuthor�s reply

Sir,
We thank Dr. Joshi for his interest in our paper and 
his thoughtful comments about the management of 
actinomycetomas. There is a great need for more sensitive 
diagnostic tests that will confirm the presence of mycetoma. 
Although the clinical presentation is characteristic in many 
cases, laboratory diagnosis is required to know if mycetoma 
is eumycotic or actinomycotic. In addition, identification of 
the organism causing actinomycetoma may lead to better-
directed therapy using drugs effective against the isolated 
bacterium.

Fortunately, many of the different organisms causing 
actinomycetoma are susceptible to the same drugs, making 
it possible to embark on treatment even if the antibiotic 
sensitivity of the causative organism is not known. While 
there are no randomized studies comparing monotherapy 
with combination therapy, observational studies show 
that the latter is more effective.[1] The usefulness of 
combination treatments was demonstrated in a fairly large 
group of 144 patients with actinomycetoma. In that study, 
the most effective combinations were streptomycin plus 
co-trimoxazole and streptomycin plus daspone.[1] Other 
studies in smaller groups of patients have also identified 
treatments useful in this disorder;[2] these combinations 
are likely to be effective in most patients. But clearly, more 
work is necessary.

It is true that admission to a hospital places financial 
strain on patients and may lead to drop-outs. However, 
in our study, all the drop-outs occurred after discharge 
from hospital. Nevertheless, admission can be avoided 
if gentamicin is injected intramuscularly in the intensive 
phase of the schedule described in our paper.[3] The 
pharmacokinetics of gentamicin after intravenous and 
intramuscular administration appear to be similar.[4] Since 
administration of the drug and monitoring for toxicity is 
familiar to medical practitioners, it may be possible for the 
patient to receive injections from any medical facility near 
his home. After 4 weeks, the patient can be switched to 
the maintenance phase, which requires oral medications 
alone.

The response to combination therapy with rifampicin 
and co-trimoxazole in the reported patient is impressive. 
If results are similar in a larger number of patients, it 
would be a useful addition to the treatments available 
for this neglected disease. Careful clinical evaluation and 
a chest X-ray to exclude concurrent tuberculosis would, of 
course, be mandatory to avoid inadvertently administering 
rifampicin monotherapy for tuberculosis in people who 
have both infections.[5]

M. Ramam, Radhakrishna Bhat, Taru Garg, M. Ramam, Radhakrishna Bhat, Taru Garg, 
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